Down--regulated proteins
. Workflow of a SILAC experiment. Two cell populations are labeled with either light or heavy amino acids, then combined and analyzed by LC-MS/MS. The differences in intensity in the signals between the light and heavy peptides are used to calculate the ratios between the samples. 
Supplementary Material and Methods

Oxygen sensing
Pericellular oxygen concentration and cellular respiration/consumption were performed as described [1] . Briefly, an oxygen sensor (Unisense, Denmark) fixed to a motor driver was mounted on an inverted microscope (Nikon TS100, Japan) with a Measurement of the oxygen concentration started above the surface of medium, and proceeded in steps of 100 µm through the medium until the bottom of the flask was reached. This procedure was automatized using the integrated measuring and motor control software Sensor Trace Profiler (Unisense, Denmark) and repeated every 2 hours during the experiment. Readings from the last point in each profile gave the real pericellular oxygen concentration. The oxygen concentration gradient along the depth of medium was used to calculate oxygen flux in real time. Combined with cell density data obtained from photographs taken at the same time points, the consumption of oxygen per cell was calculated. The microscope and oxygen measuring system were placed inside an InVivo2 400 hypoxia incubator box (Ruskinn Technology, UK) and pictures were taken every 24 hours. The oxygen level inside the box was set to 1% for hypoxia and 19% for normoxic conditions.
NanoLC-LTQ Orbitrap mass spectrometry
The cell lysates from each labeling, heavy and light, were mixed 1:1 and subjected to SDS-PAGE. Each Coomassie G-250 stained SDS-PAGE gel lane was cut into 12 slices, which were in-gel digested using 0.1 µg of trypsin in 25 µl of 50 mM ammonium bicarbonate, pH 7.8. After micropurification using µ-C18 ZipTips (Millipore, Oslo, Norway), the peptides were dried in a SpeedVac and dissolved in 10 µl 1% formic acid, 5% acetonitrile in water. Half of the volume was injected into an Ultimate 3000 nanoLC system (Dionex, Sunnyvale CA, USA) connected to a linear quadrupole ion trap-orbitrap (LTQ-Orbitrap XL) mass spectrometer (ThermoScientific, Bremen, Germany) equipped with a nanoelectrospray ion source.
For liquid chromatography separation, an Acclaim PepMap 100 column (C18, 3 µm beads, 100 Å, 75 µm inner diameter) (Dionex, Sunnyvale CA, USA) capillary of 50 cm bed length was used. The flow rate was 0.3 µL/ min, with a solvent gradient of 7% B to 35% B in 110 minutes. Solvent A was aqueous 0.1% formic acid, whereas solvent B was aqueous 90% acetonitrile in 0.1% formic acid. The mass spectrometer was operated in the data-dependent mode to automatically switch between Orbitrap-MS and LTQ-MS/MS acquisition. Survey full scan MS spectra (from m/z 300 to 2,000) were acquired in the Orbitrap with the resolution R = 60,000 at m/z 400. The method used allowed the sequential isolation of up to the seven most intense ions for fragmentation on the linear ion trap using collision induced dissociation (CID) at a target value of 10,000 charges. Target ions already selected for MS/MS were dynamically excluded for 60 seconds. The lock mass option was enabled in MS mode for internal recalibration during the analysis. Other instrument parameters were set as previously described [2] .
Protein identification and quantification
Trypsin was selected for cleavage. For the analysis, two missed cleavage sites were allowed, and tolerance levels for identification were set to 10 ppm and 0.5 Da for MS and fragment MS/MS scans, respectively. In addition to 13 C isotopes of arginine and lysine, methionine oxidation, deamidation of asparagines and glutamines, N-terminal protein acetylation and conversion of N-terminal peptide glutamine to pyro-glutamic acid were selected as variable modifications.
